
 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 



 
  



 
  



 
  



 



 
  



 
  



 
  



 
  



 


	Bisphenol S Vicki Sutherland, PhDNational Institute of Environmental Health SciencesNTP Board of Scientific Counselors MeetingJune 17 - 18, 2014
	Bisphenol S Derivatives:
	BPS In Silico Information:Quantitative structure-activity relationship (QSAR) analyses for BPS:Models predicted carcinogenic, hepatotoxic, nephrotoxic, anemia, and neurotoxic effects  Predicted molecular targets: inhibition of MMP-13stromelysin 1 transthyretinestrogen receptors
	Specific AimsCharacterize the dose-response effects of BPS on target organ systems with a focus on reproductive, developmental, neurological, and hematological endpointsAssess in vivo  ADME/TK profiles for BPS and in vitro clearance and metabolism for BPS and BPS derivatives Determine the need for chronic toxicology studies Compare and contrast BPS in vivo and in vitro data with other analogues and derivatives to build a knowledge base of bisphenol chemicals
	Review questions:1.  Comment on the merit of the proposed project relative to the mission and goals of the NTP. The NTP’s stated goals are to: Provide information on potentially hazardous substances to all stakeholders; Develop and validate improved testing methods; Strengthen the science base in toxicology; Coordinate toxicology testing programs across DHHS (http://ntp.niehs.nih.gov/go/about). 2.  Comment on the clarity and validity of the rationale for the proposed project. Has the scope of the problem been adequately defined? Are the relevant knowledge gaps identified and clearly articulated? 3.  Comment on the strategy and approach proposed to meet the stated objectives of the project. Are specific aims reasonable and clearly articulated? Is the scope of work proposed appropriate relative to the public health importance of the issue(s) under consideration? If not, what modifications do you recommend? Where steps to further refine the strategy and/or approach are proposed, are they appropriate?4.  There are challenges inherent to achieving the aims of any proposed project. Are the relevant challenges and/or key scientific issues identified and clearly articulated? Where approaches to overcome challenges are proposed, are they appropriate? Are you aware of other scientific issues that need to be considered?5.  Rate the overall significance and public health impact of this project as low, moderate, or high. Identify any elements of the proposed project that you feel are more important than others, and/or that have a higher likelihood of success at meeting pre-defined specific aims.6.  Provide any other comments you feel NTP staff should consider in developing this project.
	Proposed Plan continuedWhy? SR – to see what has been done so far. Where are the data gapsRead across – utilize our HTS tools to determine biological and structural similarityIn vitro – not all of the chemicals we are interested in are in Tox21 or ToxCast (will show you in a few slides) – we want apples to apples data on these chemicalsWhere are we as of 2/28/14?For SR: finalizing search strategy for conducting the systematic review (have to have a comprehensive list of synonyms for our 25 chemicals)For SR: finalizing data extraction method – we will be extracting the data into Excel for upload into a HAWC for visualization For Read across assessment: obtaining/finalizing SMILES for running structural similarity in EPA’s ChemACEFor in vitro analysis: assay selection/design still being discussed. For in vivo analysis: possibility of collaboration with Tanguay lab is being discussed
	Literature Review Summary of BPS in vitro data:Katie Pelch



